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Objectifs

- Décrire le concept de base de I'étude SHAPE.
* Nommer les critéeres d'inclusion et d'exclusion de I'étude SHAPE.

 Intégrer une stratégie d'évaluation rigoureuse dans la sélection des
patientes pour une chirurgie moins radicale.
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SHAPE Background and Ratlonale E

Cancer of the cervix is the second Ieadlng cause of Cancer death in
- women worldwide &

. '_}_---As a result of effectlve screenlng In developed countries, the overaII g
" incidence of cervical cancer has decreased over the past 20 yeats, .

“with a hlgher proportion of women presentlng at a younger age
= _‘and with Iow-rlsk earIy-stage dlsease f

\Although radical surgery is hlghly effective for the treatment of low-

< risk disease, women are at risk of sufferlng “survworshlp” iSsues S

~ related to long-term surgical side effects mcludrng comprom|sed
s bladder bowel and sexual funct|on ,“_x; e ; |



Regroupement des Gynecologues Oncologues du Québec

PRGOQ - Types of Hysterectomy
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RGOQ

: 'Regrohpement des Gynév;ologues Oncologues du Québec

~ Less radical surgery

Review

" Conservative management of early stage cervical cancer: Is there a role for less
radical surgery?

Contents lists available at ScienceDirect

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Kathleen M. Schmeler *, Michael Frumovitz, Pedro T. Ramirez

Department of Gynecologic Oncology, The University of Texas M.D, Anderson Cancer Center, 1155 Herman Pressler Drive, Houston, TX 77030, USA

Author Year N Parametrial involvement
in low-risk group (%)
Kinney [13] 1995 Squamous histology only, tumor <2 cm, no LVSI* 83 0.0%
Covens [14] 2002 All histologies, tumor <2 cm, DOI** <10 mm, negative pelvic lymph nodes 536 0.6%
Stegeman [15] 2007 Squamous, adenocarcinoma, adenosquamous or clear cell histology, 103 0.0%
tumor <2 c¢m, DOI** <10 mm, no LVSI*, negative pelvic lymph nodes
Wright [16] 2008 All histologies, tumor <2 cm, no LVSI*, negative pelvic lymph nodes 270 0.4%
Frumovitz [19] 2009 Squamous, adenocarcinoma or adenosquamous histology, tumor <2 c¢m, no LVSI* 125 0.0%

*LVSI: lymphvascular space involvement

**DOI: depth of invasion

All retrospective data

Schmeler K et al. Gynecol Oncol 120:321,2011 7 -

N=1117 <1%
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Oio ~ Lessradical surgery
iaeng . o e

- Regmupement des Gynecologues Oncologues du Québec

Contents lists available at ScienceDirect

Gynecologic Oncology

I~ ijf ‘v I! R journal homepage: www.elsevier.com/locate/ygyno

suggesting that less radical surgery
may be a safe option

associated with decreased morbidity

Author

; in low-risk group (%)
e : = Kinney [13] 1995 Squamous histology only, tumor <2 cm, no LVSI* 83 0.0%
e == Covens[14] 2002 All histologies, tumor <2 cm, DOI** <10 mm, negative pelvic lymph nodes 536 0.6%
© Stegeman [15] 2007 Squamous, adenocarcinoma, adenosquamous or clear cell histology, 103 0.0%
tumor <2 cm, DOI** <10 mm, no LVSI*, negative pelvic lymph nodes
Wright [16] 2008 All histologies, tumor <2 cm, no LVSI*, negative pelvic lymph nodes 270 0.4%
Frumovitz [19] 2009 Squamous, adenocarcinoma or adenosquamous histology, tumor <2 ¢cm, no LVSI* 125 0.0%
2t *LVSI: lymphvascular space involvement 0
- DOl depth ofnvasion | All retrospectlve data . N=1117 <1%

5;@‘%!'1 ’ ; “

SchmelerKet al. Gynecol Oncol 120 321 2011 S

s



- HypotheS|s of the SHAPE trlal (2012)

Less radlcal surgery S|mple hysterectomy WI|| be
3 assomated with S|mrlar efflcacy and less surglcal
morbldlty compared to radical hysterectomy |n
| patlents wrth Iow rlsk dlsease |
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. -Regroupementdes Gy écologues Oncologues du Québec

ow-risk cervncal

[

cancer as defined by:

m i sl

Squamous cell,
adenocarcinoma,
adenosquamous
carcinoma

Stage IA2 and IB1

<10 mm stromal

invasion on

< 50% stromal

invasion on MRI

Max dimension of

<20 mm

Grade 1-3 or not
assessable

Stratification: - = e
1.  Cooperative Group

2.
3. Stage (IA2 vs IB1) |
4. - Histological type (Squamous Vs,

adenocarcinoma/adenosquamous)

_ Sentinel node mapping (Yes vs No)__r ).

5. Grade (1-2 vs 3 vs not assessable)}

R
A
N
D
O
[V
I
y4
E

Trial Schema -

Arm1-

* (Control) |

‘Radical

Hysterectomy*

Arm 2

(Experlmental)
~ Simple -

Hysterectomy' .

Pelvic
‘recurrence -

| rate at 3 years |

. *Regardless of treatment assignment, surgery will mclude pe|VIC Iymph node dlssectlon with optlonal sentmel Iymph
1 node (SN) mappmg If SN mapping is to be done the mode is optlonal but the Iaparoscoptc approach is. preferred
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OKORGOQ - . CX.5Endpoints

_';""»r."Prlmary Endpomts 4,

PeIV|c recurrence rate at 3 years (PRR3)

Secondary Endpoints
PeIV|c relapse free survrval (PRFS) ~

| .-‘Extra peIV|C relapse free surwval (EPRFS) S
_Relapse free surwval (RFS) e

Overall SurV|vaI (OS)

| Rates of sentlnel node detectlon parametrlal mvolvement mvolved

. surglcal marglns posmve peIV|c nodes

: Patlent reported outcomes



e ~c0q.  CX.5 Statistical Considerations

. NOn -inferiority (NI) Phase 3 design
* Intention to Treat (ITT) anaIyS|s as prlmary analy3|s
S Per-protocol (PP) anaIyS|s as secondary anaIyS|s
o anary endpoint in original design -
~ + Pelvic relapse free survwal (PRFS) S ~
e . 49 peIV|c relapses required for final anaIyS|s |

_- | Prlmary endpomt changed to:

~* Pelvic recurrence rate at 3 years (PRR3) due to very low. event rate ey T =
-+ Amendment approved by CCTG Data and Safety Monltorlng Commlttee 'f i

(DSI\/IC) June 2022 _-



5 % RGOQ. CX.5 Statistical Considerations

: PRR3 was estlmated usmg Kaplan Meler method

NI of SH to RH IS claimed when the upper 1-sided 95% e
“confidence limit for the dn‘ference |n PRR3 for SH to RH |s
lower than or equal tod4% ~ s R

= With 700 patlents randomized and foIIowed for a m|n|mum e
~ of 3 years, the study has 85% power to claim Nl of SHto ~
RH when PRR3 in both arms are assumed to be same e



‘ E S| 700 randomlzed between December 2012 and November 2019

.. Regro p entdes Gy 1g es One

v

350 to simple

| hysterectomy and in

intention to treat (ITT)

v

population

7 never received

350 to radical
hysterectomy and in
intention to treat (ITT)
population

7 received radical

| 12 countries
130 centers

surgery

hyste rectomy

v —

2 received simple
hysterectomy

T

v

338 in treated
population

o A

21 excluded at
randomization
or with post surgical
findings of more
extensive disease

=

344 in treated

Voot

11 never received

surgery

A

population

T, A5

317 in per protocol
(PP) population

312 in per protocol

TR N

A 4

(PP) population

32 excluded at
randomization
or with post surgical
findings of more
extensive disease
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; _Rgroupemetd Gy cologue O cologues du Québec
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; _Rgroupmetd Gy cologue O cologues du Québec

Oﬁg@@g ‘ Accrual by Provmce- Canada
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o%?gGOQ Accrual by Center -Quebec

: Regroupement des Gynecologues Oncologues du Québec
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‘ Oio Key Basellne Patlent Characterlstlcs
| RGOQ Copae EiaEE o i

._Rgpmede lgOogcin

Cha racteristics

Simple

Hysterectomy
N=350 (%)

Radical
Hysterectomy

N=350 (%)

.| Age (years): Median (range) 42 (26-77) 45 (24-80) 44 (24-80)
.. | * <50 years old (%) 271 (77.4) 246 (70.3) 517 (73.9)
| ECOG status: 0 336 (96) 335 (95.7) 671 (95.9)

BMI: median (range)

25 (16.4-53.3)

24.8 (16.1-52)

24.8(16.1-57.6) |

~ | Diagnostic Procedure

 LEEP / Cone +/- Biopsy 294 (84.0) 267 (76.3) 561 (80.1)
e Cervical Biopsy 52 (14.9) 77 (22.0) 129 (18.4)

K Missing

4(1.1)

6 (1.7_)

10 (1.4)




oio Key Baselme Patlent Characterlstlcs
_ngqogMb e T B =

'f-i Characterlstlcs Simple Hysterectomy Radical Hysterectomy

o EIG'O Stage:
. A2 £

N=350 (%) N=350 (%)

- 308, 6)

= 231(8.0)

.- 58 (8.3)

B |

=35 (92.0)

H istology

= *"320491 4)- :_

| * Squamous

218 623)

T 214(61.1)

| T a32(617)

- | * Adenocarcinoma

114 (32.6)

-. .f 131(37 4)

245 (35.0)

. Adenosquamous; :

J Grade

18 (5.1)

Sl 4)

ar 23 (3. 3) '

. 1or2

205 (58 6) -

: .:'__,_21(5-('60 ‘0)- 25

1433 =
.|+ Not ass_e'SSEd .

49 (14)

96 (27.4) . | o

49(14)

'415 (58 2).- T
e 9B (14)
Sl asreen |




Oﬁ? G O Q AII Treated 'Patlents Post Surgery

._Rgpmede lgOogcin

B Characteristics Simple Radical P-value

Hysterectomy Hysterectomy
N=338 (%) N=344 (%)
* | Type of Surgical Approach *
| » Abdominal 57 (16.9) 99 (28.8) 0.0003
.| * Laparoscopic 188 (55.6) 152 (44.2) 0.0036
.| * Robotic 82 (24.3) 87 (25.3) 0.79
* Vaginal 11 (3.3) 4(1.2) 0.07
Sentinel Node Mapping
| * Planned 126 (37.3) 131 (38.2) 0.87
* Successful 78/126 (61 9) 83/131 (63.4) 0.90

e Surglcal approach at the dlscretlon of the surgeon not a randomlzatlon fac’tor



MIS in Relation to LACC trial publication
20.0% 83.50%

80.0%

70.0%

51.20%

Rate of MIS in SHAPE
D (0] ()]
o o o
o (@] o
X X X

o p<0.0001

20.0%

10.0%

0.0%

W Before LACC m After LACC

LACC was published November 15t 2018
SHAPE closed accrual November 29th 2019 ESGQ

European Society o
Gynaecological Oncology

24" European Congress

on Gynaecological Oncology
Sep 28 - Oct 1, 2023 | Istanbul, Tlrkiye




: O%?{GOQ i AII Treated Patlents Post Surgery

.. Regro pmede cologues Onc es.du Québec

Key post surglcal findings on final Simple Radical P-value
l pathology hysterectomy  hysterectomy
N=338 (%) N=344 (%)

| * Residual cervical cancer detected - 15_4"(45.6) | 163 (47. 4) :  ¢ a0ebr
* Lymphovascular space invasion (I;VSI) 145 (13.3) | 45 (13. 1) Al 100

e ,P05|t|ve nodes (fromsentlnelornonsentmelnodes) 11_(3:3)-_ e 15 (44). = G55+
~ |+ Positive vagmal margms S gL e el | 8n2 " |
, °”.P0$|t|ve parametrlum 2 R =T 6(17)* 03
e 'Les|ons > Zcm e e e “15 (44) : = ‘1'4.(14-1)4' - .0.-85_4 |

~ *4/6 patients with positive parametrium had lesions_ > 2cm on final pathology.- =



Positive margins

Positive margins Simple Radical
Hysterectomy Hysterectomy
N=7 N=10
MIS* 5(71.4) 9 (90) 14 (82)
Open 2 (28.6) 1 (10) 3 (18)

* MIS: laparoscopy and robotic surgery

AAAAAAAAAAAAAAAAA
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.. -Regro pmede cologuies Onc esdu Qu

o%?eeoa

= AII Treated Patlents Post Surgery

B Adjuvant Treatment Simple Radical P-value

hysterectomy hysterectomy
N=338 (%) N=344 (%)

' -Adjuvant Post Operatlve Treatment e 31(92) 29 (8.4) 079 fol

i ,,Chemotherapyonly g SRR

'?'--"Raduatuon therapyonly e 15 e iR

’ Chemoradlatlon = s e 15 18 SRR el
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.. Regroupementdes Gy cologuies Oncologues du Québec

| Events

Recu rrences

N=350 (%)

Slmple Hysterectomy Radical Hysterectomy

Total

N=700 (%)

Pelvic recurrences

=

N=350 (%)

21 (3.0)

: .°  Vaginal Vault _
Parametrlum : |
'-- Pelvic Lymph Nodes

Other

9 (0.4)
1 (0.3)

=

: 3(04) -

17 (24) ~ik
1(0.2) -

| Extra Pelvic recurrences
s Ahdomen - .-c.
Para- aortic lymph. nodes |
2 Supraclawcular LN

| « Other '

7(2.0)
0l e

206
3103 '

2(0.6) - :

2(03) '

AR

9(1.3) .
4(0.6)

203)

Pelvic and extra pelvic recurrences |

3(0:9)

| Extra pelvic only recurrences

‘ 4__(1‘..1:)4.-.. £

s 4(06) g1

~ | Pelvic or extra pelvic recurrences

T mEe)




Recurrence?®

Pelvic recurrence

Vaginal Vault

Parametrium

Lower para-aortic and common
iliac lymph node

Centro pelvic

Pelvic sidewall
Extra-pelvic recurrence

Abdomen

Para-aortic lymph nodes
Supraclavicular lymph nodes

Interaortocaval & obturator
lymph nodes and vaginal vault

Vaginal introitus

Other primary malignancy
Other medical condition

Number of Subjects (%)

Per protocol Analysis

Randomized

Simple Hysterectomy
N = 350

15 (4.3)
11 (4.1)
9
1
1

Radical Hysterectomy
N=350

10 (2.9)
10 (2.9)
8
0
0

7 (2.0)

Simple Hysterectomy
N =317

12 (3.8)
10 (3.2)
9
1
0

3(0.9)

Radical Hysterectomy
N=312

10 (3.2)
10 (2.9)
8
0
0

4 (1.3)

2023 ASCO

ANNUAL MEETING

rresentenev: Marie Plante-SHAPE Subjects may have both pelvic and extra-pelvic recurrences

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.
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: O%EGOQ o e Deaths

._igpmede cologues Oncologues du Québec

Events Simple Hysterectomy Radical Hysterectomy

| N=350 (%) N=350 (%)
| Deaths e e o i i i

Il e CerV|caICancer el a0 s TR e
|+ Other primary mallgnancy s el s o 3(09) i 140.6)
_f° Other medical condltlon e e e 0 D). o e SGHRT)

? Events Simple Hysterectomy Radical Hysterectomy

‘ N=317 (%) N=312 (%) |

|« Cervical CoReer = f (O 6) - .“-'---'1((‘)"3):' 5 o3 (0A)
i Other primary. mallgnancy _ ~ 0/(o. Q). e e e g 6) s a0 3 e
1o Other medlcal condition- | oD (03) : v (O 3) o - 2(03) v
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. -Regroupement des Gy ecoiogues Oncologues du Québec

PeIV|c Recurrence Rate (ITT)

CRCE

Bl s o e
il | I

~ Pelvic _Recu.rrence Rate (%) ;

: :

' Me‘d’ia'n -Follovy-up: 4.5 yeé}s : e "—Simple Hy'stere'ctom'y ‘ e==Radical I'-Iysterecto}my A

PeIV|c recurrence rate at 3 years
-Simple hysterectomy 2.52% Radlcal hysterectomy 2, 17% _
leference 0.35% with upper 95% confldence limit 2. 32% < 4%

“Non- |nfer|or|ty of snmple hysterectomy to radlcal
Hysterectomy couId be concluded

L o350 o 3280 I3

Raddesl 350 . 4829 =345

T S - \ T P e . '\ i L - o A_ EAEE
% e e e e e

e Tlme (Years) et e o g o R

+ e Gl s e R e Sy C
286 208 ¥32 .-_' 2 665 Sk 220 Ak 1 68 ] 2

18t



Subgroup

- Overall (ITT)
Stage
ot

FoBl '
= ‘Hlstology _

: Squamous

Adenoca rcinoma

/adenosquamous
Tumorg_rade
e D e
~ Notassessable

e

“'",‘ Per-pr‘otOICOIpa'tients

Pre-defined

ot +_Exc|ud|ng ellglbility'

not met after surgery

- _bifferehce in PRR3 and 90% CI

*

L 2

SH s non-inferior to RH- . :

- -0.08 -0.06 -0.04 -0.02 0.00 0.02 0.04 0.06 0.08 i

PRR3 (%) PRR:%'(%) . Difference (%)

~onSH

2.52

- 0.00
2.76

2.05
3:26°

2.63
o.Qo

=276 =
2189 R

SH is inferior toRH "=

on RH (90% CI)

217 0.35(-1.62,2.32)

10.00 © " 0.00 (0.00,0.00)
2331 20,43 (171, 257k s

2.05 " 0.00 (-1.71,2.57) -
PR 0.91 (;-2.._52,.4._34-) ke

105 0 158 (068 -3 84)"'-
,0:00 000 (0:00; 0.00)

S e Ty

234 042 (-1.72, 256}
245 044 (-1.80,2.68)



SO Seconda Efflcac End omts ITT
O%?eeoa 1dary Sy p ( )

.. Regro pmede cologuies Onc es du Québec

= End points

Simple

Hysterectomy
N=350

Radical
Hysterectomy
N=350

.3 year outcomes - £

Hazard Ratio. o
(90% confidence | v

interval)

| Pelvic Recurrence
Free Survival -

97.5%.

 97.8%

o 1.42{054-232) | 0.

< _ | Extra-Pelvic Recurrence |

| Free Survival

98.1%

- 99.7%

 3.82(0.79-18.4)

01055

Relapse Free Survival

96.3%

0307 =

.| Overall Survival

99.1%

‘087 e




¥ ~coq. Al Treated Patients Post Surgery

- Introperative complications Simple Radical P-value
' Hysterectomy Hysterectomy

Lan N=338 (%) N=344 (%)

| Intraoperative Injury 24 (7.1) 22 (6.4) 0.77
| *Bladder 3 9 0.14

- |eUreter 3 5 0.73
| *Nerve 5 2 0.28
~ | *Bowel 2 2 1.00
- | *Vein 4 1 0.21

7 3

* Other 0.22




Surgery Related Adverse Events R
(AII Grades with |nC|dence 2 5% in one of the Arms)

Adverse Event Simple Radical P Simple GEL[TE] P
Hysterectomy Hysterectomy value Hysterectomy Hysterectomy value
N=338 (%) N=344 (%) N=338 (%) N=344 (%)
. Within 4 weeks of surgery (acute) - - After 4 weeks of surgery (late)
| Any adverse event 144 (42.6) 174' (50.6) 0.04. | 181(53.6) 208 (60.5) - |- 0.08 .|
| * Abdominal pain 33(9.8) =42 (12.2) 0.33 36 (10.7) A7 (13:7)
* Constipation : 16 (4.7) - 22(6.4) 10.40 13 (3.8) 219(5:5) a7 e0B e les
* Fatigue 19 (5.6) 23 (67 | 063 19°(5.6) et -~ 2848.1% ., £ 0.23° 5
| » Paresthesia 14 (4.1) .22 (6.4) "023 17 (5.0) §2292 (6.4) Q.51 _
| * Peripheral sensory - () () . ( ) 24462} - 213 (3: 8) el o) 608
1 neuropathy ' - et i ) AN - SR
“ |-+ Urinary incontinence 8 (2.4) =1 (5.5)‘ , 0048 =5 A7) _38'_(1”1.-0) 0.003 |
e Urinary retention 2(0.6) ~ 38(11:.0) - | <0.0001 | . 2{0.6) |. 34(9.9) | <0.0001 |
* Dyspareunia () e e e o) z) - 49,(5.5) - A0FSv e
|+ Pelvicpain 19 (5.6) -+ 040:6)  0:054 o 23(6.8]: ,j--'17 (4.9) i 0330
e Lymphedema ey P S 35(10 4) '36(10 G)eaf 1000 e
| = Hot flashes = g e A (4 1) 7L g0 (5 8);‘ E 1038 Sl




Patient Reported Outcomes (PRO)

* Quality of Life and Sexual Health were assessed using validated questionnaires at
different time points

« EORTC QLQ-C30

« EORTC QLQ-CX24

* Female Sexual Function Index (FSFI)

* Female Sexual Distress Scale (FSDS-R)

» Before randomization (baseline) and at 3, 6, 12, 24, and 36 months after surgery

« Compliance (completion) rate at baseline
« 73% for EORTC QOL assessments
« 86% for sexual health assessments

« Compliance (completion) rate after baseline
* 56% to 69% for EORTC QOL assessments
* 63% to 79% for sexual health assessments

AAAAAAAAAAAAAAAAA
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Significant
differences were
seen between the 2
groups over time and
all were in favor of
the simple
hysterectomy group

*From linear mixed
models for change
scores from

baseline over time

Y PRESENTED BY: Marie Plante-SHAPE
2023 ASCO [PIrn
Presentation is property of the author and ASCO. Permission required for reuse; contact permissiol
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Quality of Life and Sexual Health
Scale Effect Estimate® P-value

EORTC QLQ-C30 pain scale -4.53 p=0.02
EORTC QLQ-CX24

* Symptom experiences -2.12 p=0.02
 Body Image -5.22 p=0.02
e Sexual Worry -6.67 p=0.04
e Sexual Activities -7.59 p=0.003
e Sexual Enjoyment -7.67 p=0.049
FSFI Desire 0.37 p=0.002
FSFI Arousal 0.38 p=0.003
FSFI Lubrication 0.36 p=0.008
FSFI Total Score 1.82 p=0.006
FSDS Total Score -2.47 p=0.02

ASCO umsesaes

KNOWLEDGE CONQUERS CANCER



Quality of Life and Sexual Health

Sexual-Vaginal Functioning (EORTC QLQ-CX24):

SH RH P-value
(Mean change score) (Mean change score)
Month 3 4.41 16.03 p<0.0001
Month 6 0.93 11.85 p<0.0001
Month 12 0.94 9.16 p<0.0001

Sexual Pain (FSFI Pain Scale):

SH RH
(Mean change score) (Mean change score) P-value
Month 3 0.03 -0.78 p=0.003
Month 6 0.10 -0.56 p=0.02
Month 12 0.35 -0.22 p=0.002
Y PRESENTED BY: Marie Plante-SHAPE @
2023 ASCO ASCO
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 Quality of Life and Sexual Health

FSFI Total Score FSDS Total Score

; u#l_

pam————

Mean cahange score
Mean cahange score
Lan]

Month 3 Month 6 Month 12 Month 24 Month 36 Month 3 Month 6 Month 12 Month 24 Month 36

==f==Simple Hysterectomy  =ll=Radical Hysterectomy ==f==Simple Hysterectomy  =ll=Radical Hysterectomy

: Hig-her'_SCore indicating a better level of sexual function . “Higher s)co_tj'_e_jnd{céting-.a.gregf__ei'..Iévé.l"-(iflsé)_mcﬁa‘l_-re_iété;d distress

=g Sada,

RIS Dave,
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- .In early stage Iow r|sk cerV|caI cancer, pelvic recurrence rate at three ,
- years with simple hysterectomy was not inferior to radical hysterectomy

Fewer urological surgical complications foIIowrng simple hysterectomy

: - Better quality of life and sexual health measures were seen foIIowrng
L S|mple hysterectomy ' | . - . At

e 'FoIIowmg adequate / rlgorous preoperatlve assessment S|mple
~_ hysterectomy can now be considered the new standard of care for
- patients with low-risk early- stage cervical cancer, supportlng the concept e
~ = of surgical de-escalation |n those patlents ' | e
=i ¢ Slage IA2-IB1 £ 2cm. e s |
~+<10mm. depth of stromaI |nvaS|on (LEEP/cone) or

¢ < 50% depth of stromal invasion (preop MRI)
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O%%GOQ

it Regho pmede ologues Oncologues du Québec P = = ' - : Venlr

Publlcatlons : et

g NEJM soumis 28JU|IIet

.+ QoL and Sexual Health

" Health Ecoriomics - -

~ « Relation entre récidives ét P e
< Type d’ hysterectomle (S|mple vs radlcale) - e
~» L'approche chirurgicale (openvs MIS) =~ gy

.« Maladie résiduelle sur la piece d' hysterectomle (ow ou non)
. Conlsatlon/LEEP preop (om ou non) e |
L . LvSI (ouiounon) =
G - i Sites de récidive
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: _Rgro\pmend Gy cologue O cologues du Québec e i P ; ; ‘ SHAI E

Level 1 ewdence .
i ~ Va probablement changer la prathue et les guidelines ! .



Original research

INTERNATIONAL JOURNAL OF

GYNECOLOGICAL CANCER

s - . surgery for low-risk early-stage
.. cervical cancer N=100, phase I

~ Em="" ConCerv: a prospective trial of conservative

- \\\ /
= : " Kathleen M Schmeler ©' ' Rene Pareja ", Aldo Lopez Blanco,® Jose Humberto Fregnani,’
Andre Lopes,® Myriam Perrotta,® Audrey T Tsunoda,” David F Canti-de-Leén,? Lois M Ramondetta,’
Tarinee Manchana,® David R Crotzer,'® Orla M McNally,'' Martin Riege,'? Giovanni Scambia,'®
Juan Manuel Carvajal,’* Julian Di Guilmi,'® Gabriel J Rendon ‘' ,'® Preetha Ramalingam,’
Bryan M Fellman,'® Robert L Coleman,'® Michael Frumovitz ‘' ,' Pedro T Ramirez’
HIGHLIGHTS

~» Conservative surgery was associated with a 3.5% recurrence rate in women with low-risk cervical cancer.
. » The rate of positive lymph nodes was 5%, with lymph node assessment recommended in this low-risk population.
» Further study is needed to determine long-term outcomes and optimal pathologic criteria for conservative surgery.

 Schmeler K, Gynecol Oicol. 2021 Sep;163(3):809-815 .- =~ * . =



O%E?GOQ CONCERV crlteres de selectloa o

.~ . -Regrou pmende lgOongb

e Cold knlfe conlsatlon pour determlner I ellglblllte

‘ + Stade IA2 IB1;: <2 cm (examen cllnlquellmagerle)

. _-Epldermmde (aII grades) Adeno (G1-2 seulement)
~*» LVSI negatlf |

Ted o Pas d’ ewdence de maladle metastathue

mina -‘CT IRM ouPET scan —

| . Profondeur d’ |nf|Itrat|on < 10mm

~ « Marges dela conisation et ECC

D Negatlves pour cancer (au moins 1 mm) ou Iesron haut grade F e e



X

2"d cone permis pour

assurer marges négatives

Evaluable participants
(n=100)

Conization followed by
LN assessment only
(fertility preservation)

(n=44)

Positive LN
(n=2)*

I
Conization followed by "Inadvertent" simple
simple hysterectomy and hysterectomy followed
LN assessment by LN dissection
(n=40) (n=16)
Positive LN Positive LN
(n=3)* (n=0)

Recurrent disease
(n=1/42, 2.4%)

Residual disease in
hysterectomy specimen

(n=1)*

Recurrent disease
(n=2/16, 12.5%)

Recurrent disease
(n=0/36, 0.0%)

: 3'.5.°l/o,'réc’_i_olli‘vélf
- 5% ggls positifs

~
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. -Regroupement des Gy ocoioguesO cologues du Québec

".' < Natlonal .' e .
comprehensive NCCN Guidelines Version|1.2023
RS Cancer Cervical Cancer

Network®

Stage IA2-IB1 cervical carcinoma
(Based on cone biopsy and all
conservative surgery criteria must be

met): .
e No LVSI e Extrafascial hysterectomy o
» Negative cone margins : »| + pelvic lymphadenectomy9 - '

» Squamous cell (any grade) or usual (or SLN mapping}

type adenocarcinoma (grade 1 or 2
only) Excluded adenoca G3
e Tumor size €2 cm B s e gt e n
* Depth of invasion =10 mm S T o T I B U ey
* Negative imaging for metastatic disease T L e e




o Size . e e <2cm <2cm

RUSL#s sl AAIIowed (13%) Negatlve
""--Margms LEEPICone = 2 : ,,'Posmvelnegatlve . Negatlve.- i

s P03|t|ves nodes 39% 35%

. . X < - Bl £ . - 5 : e : e
o e : B s 2 - ; . «
. s - i - =t ., . . ¥ : % ¥ : "
: e A ¥ . o . e . = y i E 1y
s _
+ o
».

~ Typeofstudy .  Prospective '~ Prospective

._Ra"ndomiZéd - Single -arm ‘.
| ~ Phase e e z Phase 2 .
~ Number of patients =~ . . 700 . 100

CSfage . AE e ."IAZIIB1 . 1A2BA

_G'i'ad'e" S e grades Adenoca G3 excludedj ,

| ReS|duaI dlsease s | 46% '2'. 5% : T isd

;.,‘_ReC|d|ves e sl 3.0% . 3 5%




i h By 'RegrohpementdesGynéc;‘ologues Oncologue

. Chirurgie moins radicale

Est-ce que l’hysterectomle s1mple

EST SECURITAIRE dansles
cancers du col uterln debutants Pk

O“l... malSooo .$



C%?%GOQ : b ;‘-"; | .‘ Attention '

.~ . -Regrou pmethy IgOongb

Rester a I intérieur des parametres de I etude
~ « Stage IA2-1B1 <2cm : T rE e '
¢« <10 mm depth de profondeur d’ |nf|Itrat|on (LEEPIcone) or
. < 50% depth de profondeur d’ |nf|Itrat|on (preop MRI) Ty

Evaluatlon preoperatowe rlgoureuse l metlculeuse
» Qualité de Ia ch|rurg|e T ‘

Examen pathologlque de bonne quallte
= Tallle de la Iésion (LEEP/cone) '
« Le statut des marges |

i‘ y Profondeur d’ |nf|Itrat|on du stroma cerwcal

- * IRM de bonne qualité / bonne mterpretatlon
e ® Ta|IIe de maladie résiduelle
> Profondeur d’ |nf|Itrat|on du stroma cerwcal



oio L ~ Statut des Marges

o e Hysterectomle extrafasmale L | |
SHAPE Demandalt 5mm vagln pour assurer des marges negatlves

1;,-.\'-' _"(-:\ Space of Retzius

Cervix \, - Urinary bladder

\ s Vesicouterine ligament

Extrafascial hysterectomy

Paravescial space Radical hysterectomy Type il

Cardinal llgament

A Z *
VR 0 —— .% Radical hysterectomy
—ﬁ’ "\- i ¥ — Type I
A A
; &
3 v _./(.
7 A

: Avec MIS
s1gn1ﬁcant cautery artefacts 2 o e
“beaten up” speclmen “chopped” edges .. . TypeA~-Querleuclassification

Presacral space
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_O%E{GOQ LEEPIConlsatlon preoperatmre '

. Marges negatlves NE GUARANTISSENT PAS qu T 'y aura pas o

- de maladie résiduelle dans le specimen d’ hysterectomle 5
meme sl IRMlexamen cllnlque normal T

L < Ne peut donc pas guarantlr la “securlte” del’ approche MIS

e Tou10urs penser qu |I reste peut-etre de Ia maladle 2 Bt

f i- Donc falre blen attentlon' ' i



%RGOQ Post LEEPIcone evaluatlon
Examen cllnlque , , ;3 ._ |

i L|m|tes partlcullerement pour Ies Iesmns endocerwcales Fae
o IRM post LEEP/cone | i

oy Partlcullerement d|ff|C|Ie a mterpreter =

b Changements mflammatowes / modlflcatlons post cone

- Trés difficile de dlstmguer Si changements post cone vs maladle g

_ reS|dueIIe =2 -

~ +IRM ne: peut voir la maladie mlcroscoplque E e

=) Rlsques de sur ou de sous-estlmer Ia neopIaS|e reS|dueIIe *
 Dans SHAPE ' SR

- * Onavu des dlscordances |mportantes entre IRM preop et Ie
| rapport de pathologle - - - e A



Changements post cone a I'IRM

- Conisation sous AG:

« Adenoca col G1

 Taille: 1.6 cm, Silva A (LVI-)
* Profondeur : 11 mm

« Marges négatives

* TEP neégatif

’ . i - " AMERICAN SOCIETY OF
2023 ASCO  [PIIITR] "o Mare Planc SHAPE ASCO ey
Presentation is property of the author and ASCO. Permi

ANNUAL MEETING rmission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



IRM post cone

F A
7
i

.
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Patho finale
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IRM post LEEP

LEEP Examen Clinique post LEEP
- Adenoca G1 - normal

- Silva A, LVI- - pas de lésion visible

- 3.3mm profondeur

- Marges négatives pour cancer (0.7mm) IMC 45

- AIS/LIGE a la marge
- Reprise latérale négative
- CEC/BE négatif

- . ®
PRESENTED BY: -SHAPE e NG lf ' ) AMERICAN SOCIETY OF

2023 ASCO #ASCO23 Marie Plante-SHAPE ASCQO usseeses
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.
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Patho finale

« Hystérectomie simple/GS
* Robot
- Pas de manipulateur
 Patho
« Adénocarcinome, G1, Silva A
- Pas de lésion visible macroscopiquement.... Mais
- Cancer microscopique présent sur 4 coupes
* Infiltration 4/9 mm (44%)
- Marges négatives/GS négatifs

- . ®
PRESENTED BY: - AMERICAN SOCIETY OF

2023 ASCO #ASCO23 Marie Plante-SHAPE ASCQO usseeses
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.
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INnvisible cervical cancers

on MRI: Can the type of
histology (SCC versus non-SCQ)
iNfluence surgical planning?

Jungeun Jeon’, Byung Kwan Park®, Jeong-Won Lee™,
Chel Hun Choi?, Yoo-Young Lee?!, Tae-Joong Kim?*
and Byoungi-Gie Kim?™"

- SCC cervical cancer tends to mantfest asa .
soltd tumor on MRI and thus, the tamor szze R
is easdy measured :

5% _T umor margtn of non-SCC cervzcal cancer ,
A not easzly demarcated on preoperatlve MRI
: '_because a cysttc component is frequent i

FIGURE 2 St
A 48-year-old woman with endocervical adenocarcinoma. (A) The T2-weighted sagittal MR image shows no tumor in the uterine cervix. The § . » » ? s By v

red arrows indicate a poorly demarcated cystic mass, which was preoperatively interpreted as normal endocervical glands. (B) The apparent ‘_ il e ey 3 = % o3 A,'-‘-‘ S g ! :
diffusion coefficient (ADC) axial image shows no focal lesion with low ADC values in the cervical canal (red arrowhead). However, the pathologic S g LS Sy Fa : RS : e e 1k %
report confirmed that there was a residual tumor in the endocervical canal. The tumor size was measured as 2.0 x 1.5 cm and the depth of ; () o B e >
stromal invasion was 0.4 cm in a 1.3-cm cervical wall. It was well-correlated with the endocervical lesion in (A). Tumor invasion to the fe : '-" e s 2 g o . i

lymphovascular space, vagina, and parametrium and lymph node metastasis were all negative. ey Pt SN i i e M e e
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B Chlrurgle moms radlcale |

. Patiente'é‘eu LEEP qui mont're'u'n cancer épide‘frhbide de 1.5.cm ;
~avec une profondeur d’infiltration du stroma cervical de 12 mm
Est-elle une candldate pour une hysterectomle simple ? T



O%EGOQ

TR St Chlrurgle moms radlcale |

Patlente a eu LEEP qU| montre un cancer epldermmde de 1.5cm f
- avec une profondeur d’ lnflltratlon du stroma cervical de 12 mm

Est-elle une candldate pour une hysterectomle simple ?

il Selon ConCervISHAPE . non car profondeur dinfiltration >10mm i



‘ O%EGOQ

o L Chlrurgle moms radlcale

Patlente aun cone qU| demontre un adenocarcmome de. '
1.8 cm avec marges endocerwcales positives i

Est-elle une candldate pour une hysterectomle S|mple %
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TR St Chlrurgle moms radlcale

Patlente aun cone qui demontre un adenocarcmome de 1. 8 cm avec f
marges endocerwcales posmves | |

Est-elle une candldate pour une hystérectomie simple ?

L Selon ConCerv eIIe d0|t av0|r un 2|eme cone
et Pour assurer. des marges negatlves s e an L e

i . Selon ConCerv/SHAPE, elle devralt av0|r une IRM preop

o . LeS|on reS|dueIIe endocerwcale (envnron 7mm)

Donc selo_n,_ConCe_rvlSHAPE non car Iesmn >2cm

. ~ Ll -
- ' % 3



% RGOQ Chlrurgle moms radlcale
Patlente a une Iesion VISIb|e au col < 2cm
Blop5|e conflrme cancer eplderm0|de

Est-elle une candldate pour une hysterectomle S|mple 2




.O%E{GOQ : Chlrurgle moins radlcale

.~ . -Regrou pmethy lgOogcin

Patlente a une Iesmn VISIble au col. < 2cm

B|0p$|e conflrme cancer eplderm0|de

Est-elle une candldate pour une hysterectomle S|mple P

Selon SHAPE non car profondeur |nf|Itrat|on > 50% a I IRMt b



‘ O%EGOQ

.~ . -Regrou pmethy lgOongb

Chlrurgle moms radlcale mes cralntes...

o Gynecologues generaux (et méme gyneco oncos') concluent que le
o cancer du col peut malntenant etre tralte “jusse avec une S|mple”' 0

et Sans '_une“compréhenSion COmpIéte_ de la pathologie et imq'ger_i\e |



O%EGOQ

Chlrurgle moms radlcale |

Importance de bien comprendre la pathologle

.+ Taille de la lésion sur LEEP/cone '
- Etat des marges | S

o Profondeur |nf|Itrat|on du stroma cerV|caI s

Resultats de IRM =3
e Tallle de la lesion reS|dueIIe - sy
o Profondeur |nf|Itrat|on stroma cerwcal |
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Chlrurgle moms radlcale |

0 'est OK détre moins radiéal |
_ C’est OK de faire chlrurgle MIS
f C’est OK de preserver fertilité

- Mais... pas au prlx de mettre en perll Ia
e . surwe des patlentes..._- oo



e

_ O%?z@oa

Chlrurgle moms radlcale 3

- -_'-c"est.OK_d’_étr, e



‘Outcomes by Surgical Approach and Treatment

Abdominal

i Endpoints

092m1848a”

| ‘#Events _.3fyea,r_'_ #Events | 3-year Hazard R'a_tio’."* ol <P
2 =N 'Irate(%;) /N | rate(%) - -~ (95%Cl) | value**
| Pelvic recurrence g e O R T | g ot
» .Simple Hysterectomy- | 2/57 389 | 9/281 | 2.31 | 1.26(0:25-6.35) | 0.78.
{°."Radical.Hysterectomy 3/99 g 2310 7/243% 244 | -1.27(0.31-5.24) | 10.74°54
“|° Allwith treatment | 5/156. | ~2.83 | 16/524 | 2.23 | 1.13(0.39-3.22) | 0.83 |
-AExtrapeIV|c recurrence | Lo N Rl s A s ey
|+ Simple Hysterectomy 1/57- - | . 1:85/ % 6/281 | 1.94- 076 (o 08688)‘ w0817 4
| * Radical Hysterectomy | 1/99 | 0.00 | 1/243.| 4.18 | 1.32(0.08-21.2) |- 0.84 |
| Allwith treatment | 2/156 | 0.67 7/524._‘ A2 092

| |nclud|ng Iaparoscoplc robotics, and vaglnal approaches : : - ,
**adjusted for treatment (for all with treatment only), age race mtended use of sentlnel node mapplng stage
hlstologlc type, and hlstologlc grade - e e B i

-




Outcomes by Surglcal Approach and Treatment

Abdominal

MIS

i Endpoints

i ':#Eve_ntS'

=N

| .3-_yea,'r-_'_'

#Events

/N

3-year

| rate(%)

Hazard R'atio’."* ok 5

(95%Cl)

value** |

| Pelvic or extrapelvic -
recurrence =

rate(%) |

.|+ simple Hysterectomy | 3/57 | 567 | 12/281 | 3.47 | 1.38(0.36-532) | 0.22
| * Radical Hysterectomy | 3/99 . | -2.21 | 7/243 | 2.14 | 1.27(0.31-5.24) | 0.74
| * All with treatment 6/156 3.47 | 19/524:| -2.84 129 (0-46'73-15‘):’-‘1 DAl 3ok

| Death from any cause

| * Simple Hysterectomy

* Radical Hysterectomy |

o All W|th treatment

- 0/57

3/99
'3/156'

©0.00

1.03

- 0.65

|:-7/281 " |-
4/243
'{11/524f

1.14

';(L44'

-269@5612%”
',_.1 o:o \(o‘ 27 -3 _71);

100

0.22

| 7 |nclud|ng Iaparoscoplc robotics, and vaginal approaches ' ias -- : : : - ;
**adjusted for treatment (for alk W|th treatment only), age, race, |ntended use of sentmel node mappmg stage hlstologlc type and

= hlStO|OgIC grade’ |




Outcomes by Dlagnostlc Procedure and Treatment

LEEP/Cone

Biopsy only

i Endpoints

| ‘#Events _.3fyea,r_'_ #tEvents | -3-year Hazard R'a_tio’."* - |

2wl 'rate(%') /N | rate(%) - - (95% Cl) | value** |
BN Perlirtence 4 | o i E B TN | AT R

» .Simple Hysterectomy- | 7/294 182 | 4/52 .| 6.85 | 0.25(0.07-0.92) | 0.04.

[ » Radical Hysterectomy | 7/267 163 3/71 | 4.33 | -0.76(0.183.25) | 10.71 %4
“ e All with treatment | 14/561. -7_*_1._74_ e 7/129-,:* - 5.25 | 0.46 (O,'1841'.'17.)- . 0.10
| Extrapelvic recurrence | L R B ey e R L el
| * Simple Hysterectomy | 6/294 - | 185 | 1/52 | 2.13 P 17 (o 13 10. 1} 0.8
|+ Radical Hysterectomy | 1/267 | 0.00 | 1/77 | 141 | 0.14(0.01-2.28) |- 0.16 |
e All-with treatment | 7/561 | 097 _2/129-_‘ = -'_-1-.69' 064 (o 13 3. 21)‘ | 059

*With or W|thout CerV|CaI blopsy

',**adjusted for treatment (for all with treatment only) age race mtended use of sentlnel node mapplng stage
_hlstologlc type, and hlstologlc grade - , e L g wu | .

-




Outcomes by Dlagnostlc Procedure and Treatment

LEEP/Cone

Biopsy only

i Endpoints

i #Events

/N

3-year

_"'#EVentsf

/N

3-year

- rate(%)

Hazard R‘atio** ok J;

_ (9_5% cl)

value** |

| Pelvic or extrapelvic -
recurrence =

+[ = Simple Hysterectomy

» Radical Hysterectomy |.

e -AII’with treatment.

11/294
7/267 .
‘ 18/56'1

rate(%)

329 |
63|
2,505

4/52 -*

3/77

.7/129 |

| 685
433
525

0.49 (0.15-1.60)

).15-1.60) |..0.24
0.76 (0.18-3.25) |

At
026 |

| Death from any cause

|'» Simple Hysterectomy
| » Radical Hysterectomy
. AIIW|th treatment

| - 6/294
6/267
12/561'

1.09

o152 ;
|77

'-__2-/ 129

5! OOO _
o lae
= 2 50.8\1.--'-\

0.59 (0.24-1.46) |-

1199 (0.14-10.6)
1.92 (0.21-17.3) |
',..1.610 =\(Q.3.4'.7~;41){

086 |

0.56

~ *With or without cerV|caI biopsy

**adjusted for treatment (for alk W|th treatment onIy) age race mtended use of sentmel node mappmg stage hlstologlc type and :

= hlStO|OgIC grade’ |




- Outcomes by Residual Disease (RD) and Treatment

With RD

Without RD

i Endpoints

882(1 09 71. 7)

| ‘#Events | 3-year | #Events | 3-year | Hazard Ratio** | = P-

- <IN lratel®%) | - /N | rate(%) - (95% CI) value** |
I PElVIc Peniirrence e | ool AR TN | ke

» .Simple Hysterectomy- | 10/154 | 5.01 | 1/184 .| 0.59 12.9(1.-63-102-;8) 0.02¢
ﬂ°."‘RadicaI.Hys-terectomy - 9/163 | 3:.96 | 1/181 | 0.58 | 8.09(0.95-68.9) |  0.06
“|* All with treatment |- 19/317. | ~4.46 | 2/365 | 0.59 11;1(:2_;55'-48.3). | 0.001 |
ExtrapeIV|c recurrence — | e e e e g g
|+ Simple Hysterectomy | 6/154 - | 3.64 | 1/184 | 0.56 6 41 (O 75 54. 8) - 0.09 _
| * Radical Hysterectomy | 1/163 | 0.63 | 0/181 | 0.00 | 'NA(0.00-NA) |- 1.00 |
| * Allwith treatment | 7/317 | 2.07 _'1/365._‘ - 0.28 - 004

| *CerVIcaI cancer detected in hysterectomy speC|men e \ : S ,
**adjusted for treatment (for all with treatment only), age race mtended use of sentlnel node mapplng stage
hlstologlc type, and hlstologlc grade - e e B o

-




~ Outcomes by Residual Disease (RD) and Treatment

Without RD

i Endpoints

With RD
#Events 3- year
/N

#Events

- /N

3-year

- rate(%)

Hazard Ratio** ‘

(95%Cl)

| Pelvic or extrapelvic -
recurrence =

+[ * Simple Hysterectomy

13/154

rate(%)

o=

2/184.

e 445

7.59 (1.69-34.1)

0,008 |

' Radical Hysterectomy | 9/163 | 3.96 | 1/181 '8 0.58 | 8.09 (0.95-68.9) 0.06:7.
|+ Allwith treatment | 22/317 | 548 | 3/365 | 087 8_.45 (2.50528.7)_'i'._.,--o;ooo's-___ ..
. Slmple Hysterectomy - 6/154 | 1444 1/184 | 0.56 - 6. 37 (0. 75 54, 1) 1-0.28 |
~|* Radical Hysterectomy | 6/163 | 1.29 | 1/181 . .0.00 | 4.84(0.53-44.1) | 0.16

o All W|th treatment

12/317'

'-__2-/ 3 65

',_.5 7:3 \(1. 2.5 .2_6 2);

'o_.oz =

| *Cerwcal cancer detected in hysterectomy specimen : T = - : : : :
**adjusted for treatment (for alk W|th treatment only), age race |ntended use of sentlnel node mappmg stage hlstologlc type and

hlStO|OgIC grade’ . |
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